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AMENDMENTS TO THE CLAIMS 
Please replace all prior versions and listings of claims with the amended claims 
as follows: 

1 . (Currently amended) A compound of formula I: 




I 



or a pharmaceutically acceptable salt thereof, wherein: 

R 1 and R 2 are each independently hydrogen or a nitrogen protecting group; 

one of R 3 or R 4 is -R and the other one of R 3 or R 4 is -Q l -A-Q 2 -Y, 

wherein Q 1 is a valence bond, — NR A -, -C(R A )z-, -S-, -O-, -S0 2 - 
or -CO-: ^R A SQ^, - SOaNR A , CO , NR A CO , CONR A ; OC(Q) 5 
C(Q)Q , OC(Q)NR A y 1.3 oyolopropyl, l,a oyclobutanodiyl, or 1,3 
oyolobutonediyl, or i n an optionally subotitutod Ca^allcylidone -ehatRy 
wherein on e or moro methyl e n e unitfl of the optionally substitut e d Ca - 
4allcylidono ohoin io optionally r e plaood by O , S , NR a -t--NR a €Q-5— 
NR a €^R A t-NR A CO^ , CO , CO^ , CONR A - , - OC(0)NR A T-SQa-T 

-SOaNRN NR A SQa-, NR *SOjNR A ~; C(0)C(0) t of 

CCOjCCR^ a C^) - , whoroin oaoh occuironco of R A - is indopondcntly 
hydrog e n or optionally oubotituted G x 4 nliphQtic t or W ooouironcoo of 
R A on th e sam e carbon atom ore token together to form an optionally 
oubotituted 3 6 mornborod oorbocyclic rin g* 

A is an optionally substituted group selected from a 5-7- 
membered monocyclic or 8-10-membered bicyclic aryl, heteroaryl, 
heterocyclic or carbocyclic ring; , or io an optionally substituted C^6 
allcylidono ohoin wh e rein one or moro mothylen e unitfl of aaid 

-2- 

PAGE 8/49 * RCVD AT 7/26/2005 1 2:31:44 PM [Eastern Daylight Time] ■ SVR:USPTO-EFXRF-6/0 1 DNlS:8729306 * CSID: * DURATION (mm-ss):08-36 



07/26/2005 11:41 FAX 



© 009/049 



Applicants: Alex Aronov et al. 

Application No.: 10/694,534 

alkylid e n e chain io opt i onally replaced by O - , S > NR* -r-NR*e&r- 

^gq^—^ qo^ - co g c(o)0 , oc(O) , conrV - 

OG^Q^NR' VsOa - , SO^?-r-^*£G*-r^m*SQ&R* ; C(Q)C(0) , 
or C(Q)C(R%C(Q) s and oach occurrence of R*is indopondcntly 
hydrogen or optionally s ubstituted group selected from C4 , fr jiliphatio > Cj - 
fehotorooliphatio, aryl or h e t e rooryl; 

Q 2 is NR C , S, O, or C(R C ) 2 , wherein each occurrence of R c is 
independently hydrogen or optionally substituted Ci^aliphatic; 

Y is an optionally substituted group selected from a 5-7- 
membered monocyclic or 8-10 raembercd bicyclic aryl, heteroaryl, 
heterocyclic or carbocycHc ring; 

R 5 is-R; 

Z is N-e* CR 6 , wherein R 6 is -R; and 

each occurrence of -R is independently hydrogen, Q (7l) halogen, 
Q(n)CN, Q ( n>N02 f or Q( n >R 7 , wherein n is zero or one, Q is an optionally 
substituted C1-4 alkylidene chain wherein one or more methylene units of 
Q is optionally replaced by -O-, -S-, -NR 7 -, -NR 7 CO-, -NR 7 CONR 7 - T - 
NR 7 C02-, -CO-, -C0 2 -, -CONR 7 -, -OC(t»NR 7 -, -SO2-, -SC>2NR 7 -> - 
NR 7 S0 2 -, -NR 7 S02NR 7 -, -C(0)C(OH or -C(O)C(R 7 ) 2 C(0)-, and each 
occurrence of R 7 is independently hydrogen, an optionally substituted 
group selected from aliphatic, heteroaliphatic, aryl or heteroaryl, or two 
occurrences of R 7 on the same nitrogen atom are taken together with the 
nitrogen atom to form an optionally substituted group selected from a 5- 
8-mernbered heterocyclic or 5-8-membered heteroaryl ring. 

2-3. (Canceled) 

4. (Original) The compound of claim 1 , wherein either of R 3 or R 4 is -Q 1 - 
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A-Q 2 -Y, wherein A is a substituted or unsubstituted aiyl or heteroaryl moiety and 
compounds have the general formula Ha or lib: 




lib 



wherein Z 1 is N or CR V 7 Z 2 is N or CR W , Z 3 is N or CR X and Z 4 is N or CR Y , 
wherein R v , R w , R x and R Y arc each independenUy R 8 , or R x and R Y , or R v and R Y are 
taken together with their intervening atoms to form a fused, unsaturated or partially 
unsaturated, 5-8 membered ring having 0-3 ring heteroatoms selected from oxygen, 
sulfur, or nitrogen, wherein any substitutable carbon on said fused ring formed by R x 
and R Y or by R v and R Y is substituted by oxo or R 8 , and any substitutable nitrogen on 
said ring formed by R x and R Y or by R v and R Y is substituted by R 9 ; 

wherein each occurrence of R 8 is independently -R; and 

each occurrence of is independently hydrogen, — R" p -COR, -C02(R), - 
CON(R ) 2 , or -S02R', wherein each occurrence of R' is independently hydrogen, 
optionally substituted aliphatic, heteroaliphatic, aryl or heteroaryl, or two occurrences 
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of R on the same nitrogen atom are taken together with the nitrogen to form an 
optionally substituted 5-8 membeied heterocyclic or heteroaryl ring. 

5. (Original) The compound of claim 4, wherein A represents one of the 
following moieties: 
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6. (Original) The compound of claim 5, wherein ring A is one of formulas 
i,ii,iii orx. 

7. (Original) The compound of claim 4, wherein Ring A is one of groups 
II-A through Il-DD, wherein Z 1 is nitrogen or CR V , Z 2 is nitrogen or CR W , and p is CM: 
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II-J 



n-K 



n-L 



'WW 'Vxatu 




n-M 



II-N 



n-o 



II-P 



n-Q 



II-R 



u-s 



(R 8 ) 



■-CO 



V 



II-T 




V 



TO 



V 



n-v ii-w n-x 
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II-Y 




n-z 



n-AA 



n-BB 



v 



n-BB 




n-cc 



8. (Original) The compound of claim 7, wherein ring A is one of II-A, II- 

b, n-c n-D, n-E, ii-f, n-H, n-i, n-J, n-K, ii-l, n-N, n-o, or h-dd. 

9. (Original) The compound of claim 7, wherein ring A is one of II-A, II- 
B, II-C, II-D, n-E, II-H, or II-K. 



10. (Original) The compound of claim 7, wherein ring A is one of II-A or 



n-B. 



1 1. (Original) The compound of claim 7, wherein Z 1 is CR V and Z 2 is CR W 

1 2. (Original) The compound of claim 7, wherein Z 1 is N and Z 2 is N. 



1 3. (Original) The compound of claim 7, wherein Z l is N and Z 2 is CR W 



14. (Original) The compound of claim 7, wherein Z l is CR V and Z 2 is N- 
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15. (Original) The compound of claim 4, wherein A is a monocyclic ring 
system and R x groups, when present, include hydrogen, alkyl- or dialkylamino, 
acetamido, or a C1.4 aliphatic group such as methyl, ethyl, cyclopropyl, or isopropyl; R Y 
groups, when present, include hydrogen, an optionally substituted group selected from 
Ci.6 aliphatic, Ci-o heteroaliphatic, aryl, or heteroaryl, -Q( D >N(R 7 )2, -Q(n)OR 7 , -Q(o)SR 7 T - 
Q (n) (C=0)0(R 7 ), -Q( rt) C(0)N(R 7 ) 2 , -Q <n) NHC(0)R 7 , -Q (n) NHS02R 7 , or -Q<n)S0 2 N(R 7 )2, 
wherein n is 0 or 1, and wherein Q is preferably -<C(R M ) 2 K wherein R" is hydrogen or 
Ci_ 3 alkyl, and wherein each occurrence of R 7 is independently hydrogen, optionally 
substituted aliphatic, heteroaliphatic, aryl or heteroaryl, or two occurrences of R 7 on the 
same nitrogen atom are taken together with the nitrogen atom to form an optionally 
group selected from a 5-8 membered heterocyclic or 5-8 membered heteroaryl ring, 

16- (Original) The compound of claim 15, wherein R Y is one of the 
following groups: optionally substituted 5-6 membered heteroaryl or heterocyclyl rings, 
such as 2-pyridyl, 4^pyridyl, pyrrolidinyl, piperidinyl, morpholinyl, or piperazinyl; 
optionally substituted aryl or cycloajkyl rings such as phenyl, halogen substituted 
phenyl, alkoxy substituted phenyl, trifluoromethyl substituted phenyl, nitro substituted 
phenyl, methyl substituted phenyl; optionally substituted C x ^ aliphatic, such as methyl, 
ethyl, cyclopropyl, cyclopentyl, cyclohexyl, amino substituted cycloalkyl, acetamido 
substituted cycloalkyl, isopropyl, or t-butyl; alkoxyalkyla" 1 * 110 such as 
methoxyethylamino; alkoxyalkyl such as methoxymethyl or methoxyethyl; aminoalkyl 
such as aminoethyl, dimethylaminoethy); alkyl- or dialkylamino such as ethylamino or 
dimethylamino; alkyl- or dialkylaminoalkoxy such as dimethylaminopropyloxy; alkyl- 
ordialkylaminoalkoxyalkyl such as dimethylaminoethoxymethyl; or acetamido. 

17. (Original) The compound of claim 4, wherein A is a bicyclic ring system 
and the bicyclic ring system A may be substituted by one or more occurrences of oxo, 
R 8 orR 9 , wherein R 8 is -R 7 , halo, ~0(CH 2 WN(R 7 )2, -0(CH 2 ) M -R 7 , -OR 7 , -N(R 7 )- 
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(CH 2 ) 2 ^N(R 7 ) 2f -N(R 7 )-(CH 2 WR 7 , -C(=0)R 7 , -CO^ 7 , -COCOR 7 , -N0 2 , -CN, 
-S(0)R 7 , -SOaR 7 , -SR 7 , -N(R 7 ) 2 , -CON(R 7 ) 2 , -SO^R 7 ^ -OC(=0)R 7 , -N(R 7 )COR 7 , 
-N(R 7 )C0 2 (optionaJly substituted aliphatic), -N(R 7 )N(R 7 ) 2 , -C=NN(R 7 ) 2 , -C=N- 
OR, -NHOR 7 , -N(R 7 )CON(R 7 ) 2 > -N(R 7 )S0 2 N(R 7 ) 2 , -N(R 7 )S0 2 R 7 7 or -OC(=0)N(R 7 )2, 
wherein each occurrence of R 7 is independently hydrogen, an optionally substituted 
group selected from aliphatic, heteroaliphatic, aryl or heteroaryl, or two occurrences of 
R 7 on the same nitrogen atom are taken together with the nitrogen atom to form an 
optionally substituted group selected from a 5-8 membered heterocyclic or 5-8 
membered heteroaryl ring. 

1 8, (Original) The compound of claim 17 wherein each occurrence of R 8 is 
independently -halo, -R 7 , -OR 7 , -COR 7 , -C0 2 R 7 , -CON(R 7 ) 2t -0(O0)N(R 7 ) 2 , -CN, 
-0(CH 2 ) M -N(R 7 ) 2 , -0(CH 2 )^-R 7 , -NOj -N(R 7 ) 2 , -NR 7 COR 7 , -NR^OjR 7 , -SO£1(R 7 ) 2 
wherein each occurrence of R 7 is independently hydrogen, an optionally substituted 
group selected from aliphatic, heteroaliphatic, aryl or heteroaryl, or two occurrences of 
R 7 on the same nitrogen atom are taken together with the nitrogen atom to form an 
optionally substituted group selected from a 5-8 membered heterocyclic or 5-8 
membered heteroaryl ring. 

19. (Original) The compound of claim 4 F wherein Y is an optionally 
substituted heteroaryl moiety. 



20. (Previously amended) The compound of claim 4 r wherein Y is selected 
from one of the following heteroaryl moieties a-y: 
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R 10 /D i(K /n ia s 



J-> v< ? v 6" ^ 



_ O^X S^J^ H \ 



10 



yt> yW N J, 



R™ R™ R'» R™ H 10 

<rv •s*S> N /S 

^ ^=N ^ N ^ 



wherein q is 0-4, R 10 is -R, wherein -R is defined generally above and in 
classes and subclasses herein, and wherein each occurrence of R 11 is independently 
hydrogen, -R, -COR, -C0 2 (R'), -CON(R)2, or -SO2R, wherein each occurrence of R* 
is independently hydrogen, an optionally substituted group selected from aliphatic, 
heteroaliphatic, aryl or heteroaryl, or two occurrences of R on the same nitrogen atom 
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are taken together with the nitrogen to form an optionally substituted group selected 
from a 5-8 membered heterocyclic or 5-8 membered heteroaryl ring. 

21 . (Original) The compound of claim 20, wherein Y is one of the following 
heteroaryl moieties: 




f h o 

wherein q is 0-4, R 10 is -R, wherein -R is defined generally above and in 
classes and subclasses herein, and wherein each occurrence of R 11 is independently 
hydrogen, -R\ -COR, -C0 2 (R). -CON(R)2, or -S0 2 R\ wherein each occurrence of R 
is independently hydrogen, optionally substituted group selected from aliphatic, 
heteroaliphatic, aryl or heteroaryl, or two occurrences of R on the same nitrogen atom 
are taken together with the nitrogen to form an optionally substituted group selected 
from a 5-8 membered heterocyclic or 5-8 membered heteroaryl ring. 

22. (Original) The compound of claim 20, wherein Y is a pyrazole moiety, 

h. 

23. (Original) The compound of claim 20, wherein each R ID is 
independently hydrogen, Ci^aliphatic, alkoxycarbonyl, optionally substituted phenyl, 
hydroxyalkyl, alkoxyalkyl, aminocarbonyl, mono- or dialkylaminocarbonyl, 
aminoalkyl, alkylaminoalkyl, dialkylaminoalkyl, phenylaminocarbonyl, or (N- 
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heterocycle)carbony ! . 

24. (Ori ginal) The compound of claim 20, wherein each occurrence of R 10 is 
independently methyl, cyclopropyl, ethyl, isopropyl, propyl, t-butyl, cyclopentyl, 
phenyl, C0 2 H, C0 2 CH 3 , CH 2 OH 7 CH 2 OCH 3 , CH 2 CH 2 CH 2 OH, CH 2 CH 2 CH 2 OCH 3 , 
CH 2 CH 2 CH 2 OCH2ph, CH 2 CH 2 CH 2 NH 2 , CH 2 CH 2 CH 2 NHCOOC(CH 3 ) 3 . 
CONHCH(CH 3 ) 2 , CONHCH 2 CH=CH 2 , CONHCH 2 CH 2 OCH 3> CONHCH 2 Ph, 
CONH(cyclohexyl), CON(Et) 2 , CON(CH 3 )CH2Ph F CONH(n~C 3 H 7 ), 
CON(Et)CH 2 CH 2 CH 3 , CONHCH 2 CH(CH 3 )2, CONfr-CjH?)* CO(3- 
metho^yniethylpyrrolidin-l-yl), CONH(3-tolyl), CONH(4~tolyl), CONHCH3, 
CO(morpholin-l-yl), CO(4-methylpiperazin-I-yl), CONHCH 2 CH 2 OH, CONH 2 , or 
CO(piperidin-l-yl). 

25. (Original) The compound of claim 20, wherein, Y is a pyrazole moiety, 
h', wherein the pyrazole is substituted with two occurrences of R 10 (R IOa and R 10b ) 




h* 

wherein R ,0a is hydrogen, Ci^aliphatic, alkoxycarbonyl, optionally 
substituted phenyl, hydroxyalkyl, alkoxyalkyl, aminocarbonyl, mono- or 
dialkylaminocarbonyl, aminoalkyl, alkylaminoalkyl, dialkylaminoalkyl, 
phenylaminocarbonyl, and (N-heterocycle)cajfbonyl; and R 10b is hydrogen. 

26. (Original) The compound of claim 20, wherein two occurrences of R 10 (R 10a and 
R 10b as depicted in formula h') taken together may represent a substituted or 
unsubstituted cycloaliphatic, cycloheteroaliphatic, aryl or heteroaryl moiety and 
comprises one of the following groups: 
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h-t h-ii h-iii 




h-iv h-v 

wherein r i$ 0-4 and R 12 is hydrogen, -halo, -N(R 7 ) 2 , -Cj-3 alkyl, -Ci-3 haloalkyl, - 
NO z , -CKd.3 alkyl), -C0 2 <C,. 3 alkyl), -CN, -S0 2 (Ci- 3 alkyl), -SO2NH2. -OC(0)NH 2 , 
-NH2S02(C!-3 alkyl), -NHC(0)(d. 3 alkyl), -C(0)NH 2 , and -COCClb alkyl), wherein the 
(C1.3 alkyl) is most preferably methyl, wherein each occurrence of R 7 is independently 
hydrogen, an optionally substituted group selected from aliphatic, heteroaliphatic, aryl 
or heteroaryl, or two occurrences of R 7 on the same nitrogen atom are taken together 
with the nitrogen atom to form an optionally substituted group selected from a 5-8 
membered heterocyclic or 5-8 membeied heteroaryl ring. 

27. (Original) The compound of claim 4 F wherein when R 3 is -Q^A-Q^Y, 
R* is hydrogen, C^aliphatic, hydroxy, hydroxyalkyl, alkoxy, amino, aminoalkyl, 
mono- or di- alkylamino, mono- or di- alkylaminoalkyl, or optionally substituted 
phenyl, 

28. (Original) The compound of claim 27, wherein R 4 is hydrogen, methyl, 
ethyl, cyclopropyl, hydroxy, phenyl or -CH2NH2. 

29. (Original) The compound of claim 4, wherein when R 4 is -Q^A-Q^Y, 
R 3 is preferably hydrogen, C^aliphatic, hydroxy, hydroxyalkyl, alkoxy, amino, 
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aminoalkyl, mono- or di- alkylamino, mono- or di- alkylaminoalkyl, or optionally 
substituted phenyl. 

30. (Previously amended) The compound of claim 27, wherein R 3 is 
hydrogen, methyl, ethyl, cyclopropyl, hydroxy, phenyl or -CH2NH2. 

31 . (Original) The compound of claim 4, wherein R 5 is hydrogen, halogen, - 
N0 2 , -CN, hydroxy, optionally substituted C,. 3 alkyl, optionally substituted alkoxy, - 
S02NH 2 ,or-C(0)alkyl. 

32. (Original) The compound of claim 31 wherein R 5 is CI, CF 3 , OCF 3 , Clt, 
-CN, -SO2NH2 or-C(0)Me< 

33. (Original) The compound of claim 4, wherein Q 1 is NH and Q 2 is NH, 
and compounds are defined by the general formula IIa(l) or Ilb(i): 

HN 




Ha(i) Ilb(i) 



34. (Original) The compound of claim 4, wherein Q 1 is S and Q 2 is NH, and 
compounds are defined by the general formula Ha(ii) or Ub(ii): 
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HN^ 

Y Z 3 ^Z 2 



na(ii) nb(U) 

35. (Original) Hie compound of claim 4, wherein Q 1 is O and Q 2 is NH, and 
compounds are defined by the general formula Ila(iii) or Hb(iii): 

HN 

Y c Z 3 *^ 2 

na(iii) nb(iii) 

36. (Currendy amended) The compound of claim 4, wherein Q 2 is NH, and 
compounds are defined by the general formula Ila(iv) or nb(iv): 

HN 

hn^ r5 o -a« A " 



R 1 

R 2 R 2 
na(iv) Hb(iv) 



wherein Q 1 is -C(R A )r-; — 1,2 oyclopropyl; — 1,2 oyclobutnnodiyl, or 1,3 
cyclobutanodiyl, on optionally subotitutod Cj^olkylidono group, vvhoroin one mothylono 
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unit of the optionally substituted C^alkylidcnc chain is optionally replaced by O , S 
, or NR A , whoroin -e ach occurr e nc e of R A is indopondontly hydrogen or optionally 
substitut e d C^aliphntic . 

37, (Original) The compound of claim 4, wherein Q 2 is NH and Y is an 
optionally substituted heteroaryl moiety, and compounds are defined by the general 
formula lla(v) or Ub(v): 



wherein Q 1 is a direct bond. 

38, (Currently amended) The compound of any one of claims 33, 34, 35, 36 



* — Zi s GR*orN; 

ill [["-]] R\ R 2 , R 4 and R 5 are each hydrogen and wherein Z is CHR 6 
and R 6 is hydrogen; or R 1 , R 2 , R 3 and R 5 are each hydrogen and wherein Z is 
CHR 6 and R 6 is hydrogen; 

£i|l [piij] ring A is defined according to one of the following groups: 

a, ring A is one of formulas i, ii, iii, iv, v, vi, vii, viii, ix, or x; 

b. ring A is one of formulas II-A, II-B, EI-C, II-D, II-E, Df-F, II- 

g, h-h, n-i, n-j, ii-k, h-l, ii-m, h-n, ix-o, n-p, ii-q, ii-r, n-s, 
ii-t, n-u, ii- v, ii- w, h-x, ii-y, ii-z, ii-aa, ii-bb, n-cc, or n- 

DD; 




Il0(v) 



nb(v) 



or 37, wherein: 
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c. ring A is one of formulas II-A, II-B, II-C, II-D, II-E, II-F, II- 
H, IM, II-J, n-K, n-L, II-N, II-O, or II-DD; 

d. ring A is one of formulas II-A, II-B, II-C, II-D, II-E, II-H, or 

n-K; 

e. ring A is one of formulas II-A or II-B; 

f. ring A is II-A and Z 1 is CR V and Z 2 is CR W ; 

g. ring A is II-A and Z 1 is N and Z 2 is N; 

h. ring A is II-A and Z 1 is N and Z 2 is CR W ; 

i. ring A is II-A and Z l is CR V and Z 2 is N; 

j. ring A is an optionally substituted aryl or heteroaryl moiety of 
formula i, ii, iii or x; 

k. ring A is a monocyclic ring system and R v and R w f when 
present, are hydrogen or amino; R x groups, when present, is hydrogen, 
alkyl- or dialkylamino, acetamido* or a Cj^ aliphatic group such as 
methyl, ethyl, cyclopropyl, or isopropyl; R Y groups, when present, is 
hydrogen, an optionally substituted group selected from hydrogen, Ci-$ 
aliphatic, Ci-tf heteroaliphadc, aryl, or heteroaryl, -Q (n) N(R 7 ) 2 , -Q( n >OR 7 , 
-Q<n)SR 7 , -Q (n) (O=0)0(R 7 ), -Q (n) C(0)N(R 7 ) 2 , -Q ( „)NHC(0)R 7 , - 
Q (n) NHS02R 7 , or -Q(n)S0 2 N(R 7 )2, wherein n is 0 or 1, and wherein Q is 
preferably -<C(R")2K wherein R" is hydrogen or Ci.salkyi, and wherein 
each occurrence of R 7 is independently hydrogen, an optionally 
substituted group selected from aliphatic, heteroaliphatic, aryl or 
heteroaryl, or two occurrences of R 7 on the same nitrogen atom are 
taken together with the nitrogen atom to form an optionally substituted 
group selected from a 5-8 membercd heterocyclic or 5-8 membered 
heteroaryl ring; 

1. ring A is a monocyclic ring system and R v , R w and R x groups, 
when present, are hydrogen or amino; R Y groups include groups selected 
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from optionally substituted 5-6 membered heteroaryl or heterocyclyl 
rings, such as 2-pyridy], 4-pyridyl, pyrrolidinyl, piperidinyl, 
morpholinyl, or piperaziayl; optionally substituted aryl or cycloalkyl 
rings such as phenyl, halogen substituted phenyl, alkoxy substituted 
phenyl, trifluoromethyl substituted phenyl, nitro substituted phenyl, 
methyl substituted phenyl; optionally substituted aliphatic, such as 
methyl, ethyl, cyclopropyl, cyclopentyl, cyclohexyl, amino substituted 
cycloalkyl, acetamido substituted cycloalkyl, isopropyl, or t-butyl; 
alkoxyalkyl amino such as methoxyethylamino; alkoxy alkyl such as 
methoxymethyl or methoxyethyl; aminoalkyl such as aminoethyl, 
dimethylaminoethyl; alkyl- or dialkylamino such as ethylamino or 
dimethylamino; alkyl- or dialkylaminoalkoxy such as 
dimethylaminopropyloxy; alkyl- or dialkylaminoalkoxyalkyl such as 
dimethylaminoethoxymethyl; and acetamido; 

m. ring A system is a bicyclic ring system and the ring formed when 
R* and R y are taken together may be substituted or unsubstituted; 

n, ring A system is a bicyclic ring system formed by R x and R Y 
taken together and substituted by one or more occurrences of R 8 or R 9 , 
wherein each occurrence of R 8 is independently -R 7 , halo, -0(CH2>2-4- 
N(R 7 )2, -0(CH 2 ) 2 . 4 -R\ -OR 7 , -N(R 7 )-(CH 2 WN(R 7 ) 2 , -N(R 7 MCH 2 )2_4- 
R 7 , -C(=0)R 7 , -C0 2 R 7 -COCOR 7 , -N0 2 , -CN, -S(0)R 7 , -SO2R 7 , -SR 7 , 
-N(R 7 ) 2 , -CON(R 7 ) 2 , -S02N(R 7 )2, -OC(=0)R 7 f -N(R 7 )COR 7 , 
-N(R 7 )C02(optionally substituted Ci_6 aliphatic), -N(R 7 )N(R 7 ) 2 , 
-C=NN(R 7 ) 2 , -ON-OR, -NHOR 7 , -N(R 7 )CON(R 7 ) 2 , -N(R 7 )S02N(R 7 )2, 
-N(R 7 )S0 2 R 7 , or -OC(=0)N(R 7 ) 2 , wherein each occurence' of R 7 is 
independently hydrogen, an optionally substituted group selected from 
aliphatic, heteroaliphatic, aryl or heteroaryl, or two occurrences of R 7 on 
the same nitrogen atom are taken together with the nitrogen atom to 
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form an optionally substituted group selected from a 5-8 membered 
heterocyclic or 5-8 membered heteroaryl ring; and each occurrence of R 9 
is independently hydrogen, -R\ -COR', -C0 2 (R), -CON(R) 2 , or -S0 2 R, 
wherein each occurrence of R is independently hydrogen, an optionally 
substituted group selected from aliphatic, heteroaliphatic, aryl or 
heteroaryl, or two occurrences of R on the same nitrogen atom are taken 
together with the nitrogen to form an optionally substituted group 
selected from a 5-8 membered heterocyclic or 5-8 membered heteroaryl 
ring, 

£iii} [[iv.]] Y is defined according to one of the following groups: 

a. Y is an optionally substituted heteroaryl moiety; 

b. Y is selected from one of the heteroaryl moieties a-y; 

c. Y is selected from one of the following heteroaryl moieties: 




f h o 

wherein q is 0-4, R 10 is -R, wherein -R is defined generally above and in 
classes and subclasses herein, and wherein each occurrence of R 1 1 is 
independently hydrogen, -R\ -COR, -C0 2 (R), -CON(R*) 2 , or -SO^R, wherein 
each occurrence of R' is independently hydrogen, an optionally substituted 
group selected from aliphatic, heteroaliphatic, aryl or heteroaryl, or two 
occurrences of R' on the same nitrogen atom are taken together with the 
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nitrogen to form an optionally substituted group selected from a 5-8 membered 
heterocyclic or 5-8 membered heteroaryl ring; 

d. Y is a pyrazole moiety, h; 

e. Y is one of a r b, f, h or o, optionally substituted with one or more 
R 10 groups, wherein each occurrence of R 10 is independently hydrogen, Ci_ 
^aliphatic, alkoxycarbonyl, optionally substituted phenyl, hydroxyalkyl, 
alkoxyalkyl, aminocarbonyl, mono- or dialkylarninocarbonyl, aminoalkyl, 
alkylaminoalkyl, diaJkylaminoalkyJ, phenylaminocarbonyl, and (N- 
heterocycle)carbonyl; 

f. Y is one of a, b, f, h or o, optionally substituted with one or more 
R 10 groups, wherein each occurrence of R 10 is independently hydrogen, methyl, 
cyclopropyl, ethyl, isopropyl, propyl, t-butyl, cyclopentyl, phenyl, CO2H, 
C0 2 CH 3 , CH 2 OH, CH 2 OCH 3> CH 2 CH 2 CH 2 OH, CH 2 C^CH 2 OCH 3 , 
CH 2 CH 2 CH 2 OCH2Ph, CH 2 CH 2 CH 2 NH 2 , CH 2 CH 2 CH2NHCOOC(CH3)3, 
CONHCH(CH 3 ) 2 , CONHCH 2 CH=CH 2 , CONHCH 2 CH 2 OCH 3 , CONHCH 2 Ph f 
CONH(cyclohexyl), CON(Et) 2 , CON(CH 3 )CH 2 Ph, CONH(n-C 3 H 7 ), 
CON(Et)CH 2 CH 2 CH 3 , CONHCH^HCCH^, CON^-CaB^, CO(3- 
methoxymethylpyrrolidin-l-y]), CONH(3-tolyl), CONH(4-tolyl), CONHCH3, 
CO(morpholin-l-yl), CO(4-methylpiperazin-l-yl), CONHCH 2 CH 2 OH, CONH 2 , 
and CO(piperidin-l-yl). 

g. Y is a pyrazole moiety, h\ wherein the pyrazole is substituted 
with two occurrences of R 10 (R 10a and R l0b as depicted), 




wherein each occurrence of R 10 * is hydrogen, Cj^aliphatic, 
alkoxycarbonyl, optionally substituted phenyl, hydroxyalkyl, 
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alkoxyalkyl, aminocarbonyl T mono- or dialkylaminocarbonyl, 
aminoalky], alkylaminoalkyl, dialkylaminoalkyl, phenylaminocarbonyl, 
and (N-heterocycle)carbonyl, and R 10b is hydrogen; 

h. Y is a pyrazole moiety, h', wherein the pyrazole is substituted 
with two occurrences of R 10 (R 10a and R ,0b as depicted), 




wherein each occurrence of R l0a is hydrogen, methyl, cyclopropyl, ethyl, 
isopropyl, propyl, t-butyl, cyclopentyl, phenyl, C0 2 H r C0 2 CH 3l CH 2 OH, 
CH2OCH3, CH 2 CH 2 CH 2 OH, CH 2 CH 2 CH 2 OCH 3> CHaCHaCI^OCH^h, 
CH 2 CH 2 CH2NH2 F CH 2 CH 2 CH2NHCOOC(CH3)3, CONHCH(CH 3 )2> 
CONHCH 2 CH=CH 2 , CONHCH 2 CH 2 OCH 3 , CONHCH^, CONH(cyclohexyl), 
CON(Et) 2 , CON(CH 3 )CH2Ph, CONHCn-C^), CON(Et)CH 2 CH 2 CH 3 , 
CONHCH 2 CH(CH 3 ) 2 , CON(n-C3H 7 ) 2 , CO(3-methoxymethylpyrrolidin-l-yl) f 
CONH(3-tolyl), CONH<4-tolyl), CONHCH3, CO<moipholin-l-yl), CO(4- 
methylpiperazin-l-yl), CONHCH 2 CH 2 OH, CONH2, and CO(piperidin-l-yl, and 
R IOb is hydrogen; 

i. Y is heteroaryl moiety substituted by at least two occurrences of 
R 10 and where two occurrences of R 10 taken together may represent an 
optionally substituted group selected from cycloaliphatic, 
cycloheteroaliphatic, aryl or heteroaryl; 

j. Y represents one of the following heteioaiyl moieties: 
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h-i h-ii h-iii 




h-lv h-v 

wherein r is 0-4 and R 12 is hydrogen, -halo, -N(R 7 >2» -C1-3 alkyl, -Ci_ 3 
haloalkyl. -N0 2 , -0(Ci_ 3 alkyl), -C0 2 (d- 3 alkyl), -CN, -S0 2 (Ci. 3 alkyl) f - 
SO2NH2, -OC(0)NH 2 , -NH 2 S0 2 (Ci_ 3 alkyl), -NHC(0)(Ci_ 3 alkyl), -C(0)NH 2l 
and -CO(Ci- 3 alkyl), wherein the (Ci_ 3 alkyl) is most preferably methyl; 
flv) [[v.]l for compounds of formula Ila(i), R 4 is defined according to one of 
the following groups: 

a. R 4 is hydrogen, Ci. 3 aliphatic, hydroxy, hydroxyalkyl, alkoxy, amino, 
aminoalkyl, mono- or di- alkylamino, mono- or di- alkylammoalkyl, 
or optionally substituted phenyl, or 

b. R 4 is hydrogen, methyl, ethyl, cyclopropyl, hydroxy, phenyl or - 
CHzNH 2 ; 

(Xl [[vi-]l for compounds of formula Ilb(i), R 3 is defined according to one of 
the following groups: 

a. R 3 is hydrogen, Ci_ 3 aliphatic, hydroxy, hydroxyalkyl, alkoxy, 
amino, aminoalkyl, mono- or di- alkylamino, mono- or di- 
alkylaminoalkyl, or optionally substituted phenyl, or 

b. R 3 is hydrogen, methyl, ethyl, cyclopropyl, hydroxy, phenyl or - 
CH2NH 2 ; and 

(vi) [[vii.]] R* is defined according to one of the following groups: 
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a. hydrogen, halogen, -N0 2 , -CN, hydroxy, optionally substituted Ci- 
3 alkyl, optionally substituted alkoxy, -S0 2 NH 2 , or -C(0)alkyl, or 

b. R 5 is hydrogen, CI, CF 3 , OCF 3> CH 3 , -CN, -SO2NH2 or -C(0)Me. 

39. (Original) The compound of claim 1 , wherein either of R 3 or R 4 is -Q 1 - 
A-Q 2 -Y, wherein A is an optionally substituted cycloaliphatic or heterocycloaliphatic 
moiety and compounds have the general formula lUa or Illb: 




nib 



wherein U is NR 13 , C(R 14 ) 2 , or O; V is NR l3 7 C(R 14 ) 2 , or O; W is NR 13 , 
C(R 14 >2, or O, and X is NR 13 , C(R 14 ) 2 , or O, and t is 0, 1 or 2, wherein each 
occurrence of R 13 is is independently hydrogen, -R\ -COR', -C02<R), - 
CON(R >2, or -SO2R , wherein each occurrence of R is independently hydrogen, 
optionally substituted group selected from aliphatic, Ci^heteroaliphatic, 
aryl or heteroaryl, or two occurrences of R* on the same nitrogen atom are taken 
together with the nitrogen to form an optionally substituted group selected from 
a 5-8 membered heterocyclic or 5-8 membered heteroaryl ring; and wherein 
each occurrence of R 14 is independently -R, with the proviso that when any one 



-24- 
PAGE 30/49 1 RCVD AT 7/2612005 12:31 :44 PM [Eastern Daylight Time] * SVR:USPTO€FXRF-6/0 * DNIS:8729306 ■ CSID: * DURATION (mm-ss):08-36 



07/26/2005 11:44 FAX 



12)031/043 



Applicants: Alex Aronov et al. 

Application No.: 10/694,534 

Of U, V, W, or X is O or NR )3 , an adjacent group U, V.WorX is C(R 14 >2. 

40. (Original) The compound of claim 39, wherein ring A is selected from the 
following group: 




xiv xv 



wherein R 13 is hydrogen, -R\ -COR, -C0 2 (R), -CON(R) 2 , or -SO^tR, wherein 
each occurrence of R* is independently hydrogen, optionally substituted group selected 
from aliphatic, heteroaliphatic, aryl or heteroaryl, or two occurrences of R on the same 
nitrogen atom are taken together with the nitrogen to form an optionally substituted 
group selected from a 5-8 membered heterocyclic or hetcroaryl ring; R 14 is oxo or -R; 
and x is 0-4. 

41 > (Original) The compound of claim 40, wherein x is 0 or 1 and R 14 is - 
halo, -N(R 7 ) 2 , -C x .3 alkyl, -d- 3 haloalkyl, -N0 2 , -0(Cj_ 3 alkyl), -CO?(Ci. 3 alkyl), -CN, - 
S0 2 (Ci. 3 alkyl), -S0 2 NH 2 , -OC(0)NH 2 , -NH 2 S0 2 (Ci. 3 alkyl), -NHC(0)(d. 3 alkyl), - 
C(0)NH 2 , and -CO(C } ^ alkyl), wherein the (C1.3 alkyl) is most preferably methyl. 

42. (Original) The compound of claim 40, wherein R 13 is hydrogen or C1-4 

alkyl. 
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43. (Previously amended) The compound of claim 40, wherein ring A is 
selected from one of xi 7 xii or XYi and x is 0. 

44. (Original) The compound of claim 39, wherein Y is an optionally 
substituted heteroaryl moiety. 

45. (Original) The compound of claim 39, wherein Y is selected from one of 
the following heteroaryl moieties a-y: 

a b c d e 

f 8 h i J 



vff *<T V^" Y*^ 

k 1 m n o 

N^-<« W ). N^' R "V N -i'° 

^ s \XJ> yt> JL> 
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R 10 R 10 R io R io R io 

^\ rS "fS 

& ^T N ^ M ^ W= N 

u ▼ w x y 

wherein q is 0-4, R 10 is — R, wherein — R is defined generally above and in 
classes and subclasses herein, and wherein each occurrence of R n is independently 
hydrogen, -R, -COR, -C0 2 (R) f -CON(R) 2f or -S0 2 R \ wherein each occurrence of R* 
is independently hydrogen, an optionally substituted group selected from aliphatic, 
heteroaliphatic, aryl or heteroaryl, or two occurrences of R on the same nitrogen atom 
are taken together with the nitrogen to foim an optionally substituted group selected 
from a 5-8 membered heterocyclic or 5-8 membered heteroaryl ring, 

46. (Original) The compound of claim 45, wherein Y is one of the following 
heteroaryl moieties: 




f h o 

wherein q is 0-4, R 10 is -R, wherein -R is defined generally above and in 
classes and subclasses herein, and wherein each occurrence of R n is independently 
hydrogen, -R', -COR', -C0 2 (R), -CONOR^, or -S0 2 R\ wherein each occurrence of R* 
is independently hydrogen, optionally substituted group selected from aliphatic, 
heteroaliphatic, aryl or heteroaryl, or two occurrences of R on the same nitrogen atom 

-27- 



PAGE 33/49 * RCVD AT 7/26/2005 12:31 :44 PM [Eastern Daylight Time] ■ SVR:U8PTO€FXRF-6/0 • DNIS:8729306 * CSID: » DURATION (miiKS):08-36 



07/26/2005 11:45 FAX 



© 034/049 



Applicants: 



Alex Aronpv et al. 



Application No.: 10/694,534 

are taken together with the nitrogen to form an optionally substituted group selected 
from a 5-8 membered heterocyclic or 5-8 membered heteroaryl ring. 

47. (Original) The compound of claim 45, wherein each R 10 is 
independently hydrogen, Cj^aliphatic, alkoxycarbonyl, optionally substituted phenyl, 
hydroxyalkyl, alkoxyalkyl, aminocarbonyl, mono- or dialkylaminocarbonyl, 
aminoalkyl, alkylaminoalkyl, dialkylaminoalkyl, phenylaminocarbonyl, or (N- 
heterocycle)carbonyL 

48. (Original) The compound of claim 45, wherein each occurrence of R t0 is 
independently methyl, cyelopropyl, ethyl, isopropyl, propyl, t-butyl, cyclopentyl, 
phenyl, C0 2 H, C0 2 CH 3 , CH 2 OH, CH 2 OCH 3 , OT 2 CH 2 CH 2 OH, CH 2 CH 2 CH 2 OCH 3 , 
CHjCHzCHzOCHzPh, CHaClfcCHjNH*, CH 2 CH 2 CH2NHCOOC(CH 3 ) 3> 
CONHCH(CH 3 ) 2 , CONHCH 2 CH=CH 2 , CONHCH 2 CH 2 OCH 3 , CONHCH 2 Ph, 
CONH(cyclohexyl), CON(Et)2, CON(CH 3 )CH2Ph, CONH(n-C 3 H 7 ), 
CON(Et)CH 2 CH 2 CH 3 , CONHCH 2 CH(CH 3 ) 2 , CON(n-C 3 H 7 ) 2 , CO(3- 
methoxymethylpyrrolidin-l-yl), CONH(3-tolyl), CONH(4-tolyl), CONHCH 3 , 
CO(morpholin-l-yl), CO(4-methylpiperazin-l-yl), CONHCH 2 CH 2 OH, CONH 2 , or 
CO(piperidin-l-yl). 

49. (Original) The compound of claim 45, wherein, Y is a pyrazole moiety, 
h\ wherein the pyrazole is substituted with two occurrences of R 10 (R 10a and R 10b ) 



wherein R l0a is hydrogen, C\ ^aliphatic, alkoxycarbonyl, optionally 
substituted phenyl, hydroxyalkyl, alkoxyalkyl, aininocarbonyl, mono- or 




N-NH 
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dialkylaminocarbonyl, aminoalkyl, alkylaminoalkyl, dialkylaminoalkyl, 
phenylaminocarbonyl, and (N-heterocycle)carbonyl; and R iab is hydrogen, 

51 . (Original) The compound of claim 49, wherein two occurrences of R 10 
(R 10a and K m as depicted in formula h') taken together may represent a substituted or 
unsubstituted cycloaliphatic, cycloheteroaliphatic, aryl or heteroaryl moiety and 
comprises one of the following groups: 




hi h-ii h-iii 




h-iv h-v 
wherein r is 0-4 and R 12 is hydrogen, -halo, -N(R 7 >2, -C1-3 alkyl, -Ci_3 haloalkyl, - 
NO2, -0(Ci. 3 alkyl), -C0 2 (Ci. 3 alkyl), -CN, -S0 2 (C,_ 3 alkyl), -SO2NH2, -OC(0)NH 2 , 
-NH 2 S02(Ci-3 alkyl), -NHC(0)(C,_ 3 alkyl), -C(0)NH 2 , and -CO(C,. 3 alkyl), wherein the 
(C1.3 alkyl) is most preferably methyl, wherein each occurrence of R 7 is independently 
hydrogen, an optionally substituted group selected from aliphatic, heteroaliphatic, aryl 
or heteroaryl, or two occurrences of R 7 on the same nitrogen atom are taken together 
with the nitrogen atom to form an optionally substituted group selected from a 5-8 
membered heterocyclic or 5-8 membered heteroaryl ring. 

52. (Original) The compound of claim 39, wherein when R 3 is -Q*-A-Q 2 -Y, 
R 4 is hydrogen, C]. 3 aliphatic, hydroxy, hydroxyalkyl, aikoxy, amino, aminoalkyl, 
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mono- or di- alkylamino, mono- or di- alkylaminoalkyl, or optionally substituted 
phenyl. 

53. (Previously amended) The compound of claim 52, wherein R 4 is 
hydrogen, methyl, ethyl, cyclopropyl, hydroxy, phenyl or -CH2NH2. 
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54. (Previously amended) The compound of claim 39, wherein when R 4 is - 
Q*-A-Q 2 -Y, R 3 is hydrogen, Ci-3aliphatic, hydroxy, hydroxyalkyl, alkoxy, amino, 
aminoalkyl, mono- or di- alkylamino, mono- or di- alkylaminoalkyl, or optionally 
substituted phenyl. 

55. (Previously amended) The compound of claim 54, wherein R 3 is 
hydrogen, methyl, ethyl, cyclopropyl, hydroxy, phenyl or -CH2NH2. 

56. (Original) The compound of claim 39, wherein R 5 is hydrogen, halogen, 
-N0 2 , -CN, hydroxy, optionally substituted Ci. 3 alkyl, optionally substituted alkoxy, - 
S02NH 2 ,or-C(0)alkyl. 

57. (Previously amended) The compound of claim 56 wherein R 5 is CI, CF 3 , 
OCF 3> CH 3 , -CN, -S0 2 NH2 or -C(0)Me. 

58. (Original) The compound of claim 39, wherein Q l is NH and Q 2 is NH, 
and compounds are defined by the general formula IIIa(i) or IIIb(i): 



59. (Original) The compound of claim 39 wherein Q l is S, and Q 2 is NH, 
and compounds are defined by the general formula Illa(ii) or Illb(ii): 




Hla(i) 



IIIb(i) 
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HN 

HN"' R s o x'/ A 1 R " O 

V ' l R 2 R 

IHa(ii) IHb(ii) 

60. (Original) The compound of claim 39 wherein Q 1 is O and Q 2 is NH, 
and compounds are defined by the general formula ina(iii) or ITlb(iii); 

HN^ Y R 5 o X A 1 rS O 



ina(iii) nib(iu) 



R 2 R 2 



61 . (Currently amended) The compound of claim 39, wherein Q 2 is NH, and 
compounds are defined by the general formula Illa(iv) or Illb(iv): 



HN 

HN** R 5 n .¥ A ? 



HN R o AAJ R" o 



R 2 R 2 
ma(iv) mb(iv) 



wherein Q 1 is -C(R A ) 2 -^ — 1,2 - cyclopropyl, — 1,2 cyclobutanodiy ^ — or 1,3 
cyclobutanediyl, an optionally oubotitutod Cj^allcylidono group, whoroin ono meth y len e 
unit of tho optionally substituted Cj ^t flllcylidono ohain io optionally replac e d by - O - , -S- 
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, or -NR A , wherein e ach occurrence of R A is independently hydrogon or optionally 
s ub s tituted C^aliphatio . 

62. (Original) The compound of claim 39, wherein Q 2 is NH, and 
compounds are defined by the general formula Ula(v) or IUb(v): 




63. (Currently amended) The compound of any one of claims 58, 59, 60, 61, 
or 62 wherein: 

ZiaCR* orN; 

fil [[ii.]] R\ R 2 > R 4 and R 5 are each hydrogen and wherein Z is CHR 6 
and R 6 is hydrogen; or R 1 , R 2 , R 3 and R 5 are each hydrogen and wherein Z is 
CHR 6 and R 6 is hydrogen; 

{iii I[iii.]J ring A is defined according to one of the following groups: 
a. ring A is selected from one of the groups: 
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xiv xv xvi 

wherein R 13 is hydrogen, -R', -COR, -C0 2 (R), -CON(R')2 f or -SO^', 
wherein each occurrence of R' is independently hydrogen, an optionally 
substituted group selected from aliphatic, heteroaliphatic, aryl or heteroaryl, or 
two occurrences of R on the same nitrogen atom are taken together with the 
nitrogen to form an optionally substituted group selected from a 5-8 membered 
heterocyclic or 5-8 membered heteroaryl ring; R 14 is oxo or -R; and x is 0-4; or 
b, ring A is selected from one of xi, xji or xvi and x is 0 or 1; R 14 is 
-halo, -N(R 7 )2, -C.3 alkyl, -C,_ 3 haloalkyl, -N0 2 , -OCC^ alkyl), - 
C0 2 (Ci_ 3 alkyl), -CN, -S0 2 (Ci. 3 alkyl), -SO2NH2, -OC(0)NH 2 , 
-NH 2 S02(C|. 3 alkyl), -NHC(0)(Ci. 3 alkyl), -C(0)NH 2 , and -CCKQ.s 
alkyl), wherein the (C1.3 alkyl) is most preferably methyl; and R 13 is 
hydrogen or Ci^alkyl; 
(iii) [[iv J] Y is defined according to one of the following groups: 

a. Y is an optionally substituted heteroaryl moiety; 

b. Y is selected from one of the heteroaryl moieties a-y; 

c. Y is selected from one of the following heteroaryl moieties: 
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f b o 

wherein q is 0-4, R 10 is -R, wherein -R is defined generally above and in 
classes and subclasses herein, and wherein each occuirence of R 11 is 
independently hydrogen, -R, -COR\ -C0 2 (R'), -CON^k, or -SO2R', wherein 
each occurrence of R is independently hydrogen, an optionally substituted 
group selected from aliphatic, heteroaliphatjc, ary] or heteroaryl, or two 
occurrences of R* on the same nitrogen atom are taken together with the 
nitrogen to form an optionally substituted group selected from a 5-8 membered 
heterocyclic or 5-8 membered heteroaryl ring; 

c. Yis a pyrazole moiety, h; 

d. Y is one of a, b, f, h or o, optionally substituted with one or more 
R 10 groups, wherein each occurrence of R 10 is independently hydrogen, 
Ci^aliphatic, alkoxycarbonyl, optionally substituted phenyl, 
hydroxyalkyl, alkoxyalkyl, aminocarbonyl, mono- or 
dialkylaminocarbonyl, aminoalkyl, alkylaminoalkyl, dialkylaminoalkyl, 
phenylaminocarbonyl, and (N-heterocycle)carbonyl; 

e. Y is one of a, b, F, h or o, optionally substituted with one or more 
R 10 groups, wherein each occurrence of R 10 is independently hydrogen, 
methyl, cyclopropyl, ethyl, isopropyl, propyl, t-butyl, cyclopentyl, 
phenyl, COjH, C0 2 CH 3 , CH2OH, CH 2 OCH 3 , CH 2 CH 2 CH 2 OH, 
CH 2 CH 2 CH 2 OCH 3 , CH 2 CH 2 CH 2 OCH 2 Ph T CH 2 CH 2 CH2NH 2 , 
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CH 2 CH 2 CH 2 NHCOOC(CH3)3, CONHCH(CH 3 )2, CONHCH 2 CH=CH 2r 
CONHCH 2 CH 2 OCH 3> CONHCH 2 Ph, CONH(cyclohexyl), CON(Et) 2 , 
CON(CH 3 )CH 2 Ph, CONH(n-C 3 H 7 ), CON(Et)CH 2 CH 2 CH 3 , 
CONHCH 2 CH(CH 3 ) 27 CON(n-C3H 7 ) 2? CO(3-mcthoxymethylpynolidin- 
1-yl), CONH(3-tolyl) 7 CONH(4-tolyl), CONHCH3, CO(moipholin-l-yl) 7 
CO(4-methylpipera2in-l-y])* CONHCH 2 CH 2 OH, CONH 2 , and 
CO(piperidin- 1 -yl); 

f. Y is a pyrazole moiety, h\ wherein the pyrazole is substituted 
with two occurrences of R 10 (R IOa and R 10b as depicted), 




h' 

wherein each occurrence of R 10 * is hydrogen, Ci ^aliphatic, 
alkoxycarbonyl, optionally substituted phenyl, hydroxyalkyl, 
alkoxyalkyl, aminocarbonyl, mono- or dialkyJaminocarbonyl, 
aminoalkyl, alkylaminoalkyl, dialkylaminoalkyl, phenylaminocarbonyl, 
and (N-heterocycle)carbonyl, and R l0b is hydrogen; 

g- Y is a pyrazole moiety, h\ wherein the pyrazole is substituted 
with two occurrences of R 10 (R ICa and R 10b as depicted), 




wherein each occurrence of R 10a is hydrogen, methyl, cyclopropyU ethyl, 
isopropyl, propyl, t-butyl, cyclopentyl, phenyl, C0 2 H, C0 2 CH 3> CH 2 OH, 
CH2OCH3, CH 2 CH 2 CH 2 OH, CH 2 CH 2 CH 2 OCH 3j CHaC^CI^OCH^h, 
CH 2 CH 2 CH 2 NH 2 , CH 2 CH 2 CH 2 NHCOOC(CH 3 ) 3 , CONHCH(CH 3 >2, 
CONHCH 2 CH=CH 2 , CONHCH 2 CH 2 OCH 3 , CONHCHiPh, CONH(cyclohexyl), 
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CON(Et) 2 , CON(CH 3 )CH2Ph, CONH(n-C3H 7 ), CON(Et)CH 2 CH 2 CH 3 , 
CONHCH 2 CH(CH 3 ) 2 , CON(n-C 3 H 7 ) 2 , CO(3-methoxymethylpyrroIidin-l r yl), 
CONH(3-tolyl), CONH(4-tolyl), CONHCH 3 , CO(morpholin-l-yl), CO(4- 
methylpiperazin-l-yl), CONHCH 2 CH 2 OH, CONH 2 , and CO(piperidin-l-yl, and 
R 10b is hydrogen; 

h. Y is heteroaryl moiety substituted by at least two occurrences of 
R 10 and where two occurrences of R 10 taken together may represent an 
optionally substituted group selected from cycloaliphatic, 
cycloheteroaliphatic, aryl or heteroaryl; 

i. Y represents one of the following heteroaryl moieties: 




h-iv h-v 

wherein r is 0-4 and R 12 is hydrogen, -halo, -N(R 7 ) 2 , -C1.3 alkyl, -C1.3 
haloalkyl, -N0 2 , -0(Ci. 3 alkyl), -C0 2 (Ci- 3 alkyl), -CN, -S0 2 (Ci. 3 alkyl), - 
S02NH 2 , -OC(0)NH 2 , -NH 2 S0 2 (C,. 3 alkyl), -NHC(OXCi. 3 alkyl), -C(0)NH 2 , 
and -CX)(Ci. 3 alkyl), wherein the (C1.3 alkyl) is most preferably methyl; 
iiY) [[v.]] R 4 is defined according to one of the following groups: 

a. R 4 is hydrogen, C^aliphatic, hydroxy, hydroxyalkyl, alkoxy, amino, 

aminoalkyl, mono- or di- alkylamino, mono- or di- alkylaminoalkyl, or 

optionally substituted phenyl, or 
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b. R 4 is hydrogen, methyl, ethyl, cyclopropyl, hydroxy, phenyl or - 
CH2NH2; 

(v) [[vi.]] R 3 is defined according to one of the following groups: 

a. R 3 is hydrogen, Ci_ 3 aliphatic, hydroxy, hydroxyalkyl, alkoxy, amino, 
aminoalkyl, mono- or di- alkylamino, mono- or di- alkylaminoalkyl, or 
optionally substituted phenyl, or 

b. R 3 is hydrogen, methyl, ethyl, cyclopropyl, hydroxy, phenyl or - 
CH2NH2; and 

(vi) [[vii.]] R 5 is defined according to one of the following groups: 

a. hydrogen, halogen, -N0 2 , -CN t hydroxy, optionally substituted Ci- 
3 alkyl, optionally substituted alkoxy, -SO2NH2, or -C(0)alkyl, or 

b. R 5 is hydrogen, CI, CF 3 , OCF 3 , CH 3 , -CN, -S0 2 NH 2 or -C(0)Me- 

64-84. (Canceled) 

85. (Original) A pharmaceutical composition comprising a compound of 
claim 1, and a phannaceutically acceptable carrier, adjuvant, or vehicle. 

86. (Original) The composition according to claim 85, further comprising an 
additional therapeutic agent. 

87. (Previously amended) A method of inhibiting a PRAK, GSK3, ERK2, 
CDK2, MK2, SRC, SYK, or Aurora-2 family kinase activity in a biological sample 
comprising the step of contacting said biological sample with: 

a) a composition according to claim 85; or 

b) a compound of claim 1. 
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88. (Original) A method of treating or lessening the severity of a PRAK, 
GSK3, ERK2, CDK2, MK2, SRC, SYK, or Aurora-2-mediated disease or condition in 
a patient comprising the step of administering to said patient a composition according 
to claim 85. 

89. (Previously amended) A method of treating or lessening the severity of a 
disease or condition selected from cardiovascular diseases, diabetes, neurological 
disorders, immunodeficiency disorders, inflammatory diseases, allergic diseases, 
autoimmune diseases, destructive bone disorders such as osteoporosis, proliferative 
disorders, infectious diseases and viral diseases comprising the step of administering to 
said patient a composition according to claim 85. 

90. (Original) The method according to claim 89, comprising the additional 
step of administering to said patient an additional therapeutic agent selected from an 
anti -proliferative agent, an anti-inflammatory agent, an immunomodulatory agent, a 
neurotrophic factor, an anti-infective agent, an antiviral agent, or an agent for treating 
cardiovascular disease, wherein: 

said additional therapeutic agent is appropriate for the disease being treated; and 
said additional therapeutic agent is administered together with said composition 

as a single dosage form or separately from said composition as part of a multiple dosage 

form. 
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